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(57) Abstract 

Novel compounds exhibiting chymase-inhibiting activities and being useful as various drugs, i.e., SF2809-I, SF2809-II, SF2809-III, 
SF2809-IV, SF2809-V and SF2809-VI substances represented by general formula (VII), and pharmaceutically acceptable salts thereof: 
[wherein R 1 is hydrogen, phenyl or p-hydroxyphenyl; and R 2 is acetylamino(-NHCOCH 3 ) or hydroxyl]; a process for the preparation of 
SF2809 substances; and drug compositions containing the same. 
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C ^ 4 1 , R 1 fi 7k m K ^ , 7 3: - ^ £ * fc fi P - t Kn* 
■3/ 7 s=^i?M« E ! tt.7tf^7 5; S-NHCOCH3* 
fc li t K n ^->/l'ST'fe5] T?* £ tl 5 SF2809-I#J St % 
SF2809-H4fe|f v SF2809-IH46»Sf , SF2809-IVfe f? , SF28 
09-V^ St S3 J: U?SF2809-VI^I K> 5V^*:*i,lbW$!l2SS¥ 
SllKlt**ii5*asft'6*ifc, *fc % SF2809^J St © Sit 
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m m m 
mm fcm z^-t 5 SF2809-1, ii n hi, iv, v 

a 1 £ s 

2> SF2809- I ft S , SF2809-IIfe fC , S F 2 8 0 9 - 1 1 1 Sfo R , SF 
2809-IY* R ,SF2809-V * W *J J: t5SF2809-Vl4fc K * fc tt 
^©StltSo * fc , # |§ ft h <D SF2809- I % % 

~SF2809-VI*W©«ii«feCBBi-5„ £ £ , ^Ig^tt 
10 SF2809- I % -II, -III, -IV, -V* fc J±-Vl4fe flt & lr* f± 

IB. j£ to , 4 3- - if PI m M \z H -t 5 o * h \z * fc, 

HU 15 © SF2809- I #J R ~ SF2809-VIto Jf £ £ £ 

■f5*r«:«:*ri-a*f«ft«£4fe, sf2809^ * & -r 5 . 

15 ffSf 

* -7 - -fe? (Chymase) tt % ± t \* X BZ & B & M& \Z 

&&mm (ace) as £ & t Lxftmhxnfrtiz 

ti x § fc 0 t r 5 as ifi ¥ , a HFf ta m *s ft s r > v it 7- 
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? y> * m&m m t tt a ft & ± » y^nfr-fias 

*fr Hi © £ & £ T* t± , T y * 7- 1/ ! s V 1 1 (D M £ <D 80% £X 

± # -fc V y^pr7-ftJ:5i # 38 £ o fc ( u 

5 ratals Circ. Res., 66# % 883-890H, 1990^) o CI CO 

t h «£? Hi £ >b g \z. *s tt 5 ± y y^Df7-f 

ga ?y co ft £ ^ & £ ft , ^fiftairo + ^-ifiHtJ 

ft fc (Urata^ , J. Biol. Chem., 266#, 17173-17179 
H , 199l¥) 0 



10 ik^^S^^SSfc 






H# & ffii fi! T* {4 ilt ,;i f 
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^T^5. tf> it ft , ^ 


- -if pi m n « & je * 
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$ ft 5 o * fc * - if ft be m 


*S J® O JB£ |K «[ £ ffi -T 






*P ft T *5 19 , =¥ - if PI * 


15 SO (4 ft £ £ #J ^ ft T 









# $ ft 5 „ 

* -7 - -if {4 , _L IE w ffe ^ N xy Kty y^ny^r't 
- if <D £ £ , 7"7'^-y, f 7' ^ ^ y 7 P v =. k — n 
X^v-y, y -v h^^^y, VIP, LH-RH, a-MSH^CO^- 

20 m<D tkmmvk^? K©tt«t, n^-yy, -7 * ^ a * 

£ flp , hny^ylroifliBfro^i, il *!> IBS # 

{k©ffiJt*©f^ffiSr^ri-5itas*pe>ixs. * ^ - i? pa 
25 m n tt « a , y * ^ ^ , a & & * ± tt n * % -a m <d m m 
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fct>*rfflte#»l#£ft5. 

* ^ - n w.m m & % # i- z it & ® t lx it, mm 

Hi m & M W093/25574-^- „ W09 5 / 2 7 0 5 3 % „ WO 9 5 / 2 7 0 5 5 f$r \Z 

k m <d * - ■£ PI # #J ri s M 5* * ft X v> 5 o - * x 
5 # ^ 7 s ^ KSrodE-^--SB.*#Ja*BK«fWFlii«^M W096 
/04248^- *5 J: t>* 3 - o y W ?F<k M £ 7 1 3876-^ [C ffi ^ £ 
ft , 4fc*^*S*O-Sro^^--^ia#38Bir±4|*ll!¥l0-l 
01666 4§-^ ft AS gj§ ft T V* 5 o 

r ft * X iz , ^ < o^(D^r-7--ir|5M.*ffiti^*-t-5{b 
10 £ #i jjs v> t±j £ ft T ^ 5 ^ , ±»Lfc J: 5 ft*A©?&* 
£ £ LTtt*t?£ffl£ftT^5*^--£fi*»tt4fe«tt 
ft 1^ 0 $oTKJfcttKL^ffl^&5^L^*^-1?|5£*e 
tt4fcJfro*^.^*ft ft T ^ fc . 

# ^ gj © - o © g ft (4 N H-fll»LTtCilf:l 

<d%i<d *fL^*^--tfia*git{k-a-«5 

lit LT#E-C&5*^-*fi*&tt*^r-r5»fL^ 

e n «a $ m > ft <b t>* \z. * - if pi « #j «r n m -r % k. & 5 8 
20 mwtpffi^ 

m w. & * m w <n n & * m $.1- z ± & t . 

«: * - ir P£ * J£ ft £ *T i~ 5 if & ft it £ #1 & *. *3 J: 
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A3tAA»b«IRLfc±*lt»J: D # it £ ft fc fr M ft U ± 
ft T' *> o T , SF28094* li ^ L fc ^ d ^ y x jK 7 f4 « 
-m^^Jt^Lfco t©^f , r CD SF28094* © ft lw 

££>(c:#F2E<D*£*, SF2809* , t 

--eii.*fSteSr^1-S 6«©&-f4ftSf£MLTfj!f^-t- 
Z Z k K L ti 0 $ P, K , 6iOffitt*f 

ft ^fft {C m IS <D 5£ (I) ~ (IV) T-^^ft5<b^fltitSr^Ti- 
10 KiBfflU 4tiii& 6io»ttft^*©*nf 
ti^iS/ift^fttfcStltBLfc, tU, c ft b ft 

K&SF2809-I if, SF2809-I Ift ft N S F2 8 09- 1 1 1 ft ft , S 
F2809-IVft ft , SF28 09- V ft ft *5 «t SF2809-VI ft ft * 
ft^*ftl%£Lfc 0 ft 15 © a (I) T* $ £ ft 5 SF2 

15 809-1 ft ft > 5£ (II) ^ t> £ ft 5 SF2809-IIft ft , (III) 
"C^;b£ft5SF2809-IIIftft, S (IV) t? % fc> £ ft 5 SF28 
09-1 Vft ft % S: (V) T- « $ ft -5 SF2809-Vft ft jo «fc Si (V 
I) -C ^ $ ft 3 SF2809-VIft ft t± „ * ft ^r* ft fc 
^!IStt*tt5:tiSriKLt. fit, ^.ftbSF 

20 2809-Ift ft ~ -Vlft ft f± ft 15 <z> — & IS (VII) i; j; 0 Ifi 
ft fc: % L # 5 i: S «> S> ft fc „ ^tif>c?)^IIcSo"^-C* 
m m * % /£ L fc o 
^or, I 1 tio^tfi, &<b-«5£(vii) 
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fc fi t Fn^fi//Ht'fet), * L X SF2809-I^ f T'liE 1 
5 (±7k^m^-X'^oR 2 (iTir^^T$ J £ T* 5 . SF2809 
- 1 1 #1 "C liR ! lip-t K o ^ i/7x^^SflOR 2 |17 
tf*75;if fcO, SF2809-III^ R T* f± R 1 }* zk fH W 
^ T"£oR 2 (j: t K n /V S t* 9 , SF2809-IV#j fC T* 12 

R'lip-t K n -> 7 x ^ X*loR 2 |± t K d ^ •> ;V S 

10 ffcO , SF2809-Vfef t ttR'ttyx^/HtloR^iT 
tf*75 y|tfc9 Jfc SF2809-VI^ jf Tr fi R 1 ^ 7 ac 

= ^ItIoR 2 iit FD j f->^lt*fc5) X* $ £ *i 5 s F 

2809-I^S?> SF2809-IIfe ff N SF2 8 0 9 - 1 1 1 tfo W » SF2809- 
IV W , SF2809-V*$I W £ tz \t SF2809-VI^ % X £> 5 it & % 

15 & z ^ & z o mm ^ ft & ® & ti % m. & m m z ti z> 0 
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-e & t> £ ft 5 SF2809- i ft!(*tii*«)»*¥fti:llF* 

£ft5:£;6SJi#t£ft5 0 
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8l©#3SI8<ZMt#4&tf>&4©0iJfc L T Si , ft s: ( IV) 
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5 T* & t> £ tl 5 SF2809-IV#J ff^fcfi^OKSI^tt^ffF* 

* fc £ 1 © * |g 9! © <fc £ #> <D m 5 © fij t L T ti N ft 
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10 T» % fc> $ *l 5 SF2809-V$> M & tz & Z <D M M ¥ (ft W ® £ 
Il©*^P^©ft^i©l6©iiLti±, ft 5£ (VI) 



WO 00/32587 



PCT/JP99/06738 



8 




(VI) 



isti Z> SF2809-vitiS £ fc fi * o 3K m 3* ft ff m 

±.m<D£: (I) ~ (VI)-^-tn-PtL* * tL5SF2809-I s SF2 
5 809-11 , SF2809-III, SF2809-IV, S F 2 8 0 9 - V & J; t>* S F 2 8 0 
9-VKD # & «<&JK£^ttK:tf££*LSi£B:,-f b U * A „ 
% y a § © 7 ^ i y # H i& 5 iMi # /v -> ^ a , /< y 
* a « © r # y ii^is^ s bcii^^ti^^^ 

10 m 1 <D 2fc |§ W \Z X. -5 SF2809-I, -II, -III, -IV, - 

ft © -« a (VII) : 




(vn) 



[ 5£ * . R 1 f± tK fit H ^ , 7x^/HSttt P -t K p 
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•> 7 i - ;U 1 T* !3 v R 2 I47 t f ;V7 ? / 1 -NHC0CH 3 ^ 
It ttH K n 3f i/'/U I T* fe 5 ) T? X $ *l S ffc «9 T? *> 5 „ 

ft fc. , ft 1 <D £ 5 SF2809-I, - II. — III. - 

IV,-V:fc±t*-VI©#ttK<0ft3fc^tttt4K&E«t-t-5. 

5 m 1 <0 # |fl {Z. <fc -5 SF2809-I#) II BN $ O ft (I) T* X 

(1) ttffetk ■. mm&vnm 

(2) #^5£ : C 23 H 23 0 3 N 3 

(3) -7 * * ^ h /I/ (FAB-MS) : m/z 390 (M + H) + 
10 <4)£*i»»J|X*'<*h/l' 

MeOH + lN HCljg ft t? S« £ IC 

* max> nro ( £ ):227(45900),277(10900),284(10900), 
319 (6420) , 332 (5250) 
MeOH+lN NaOH & ft T* $J 3fc B# 
15 A. maXi nm(£ ): 206 (54900) , 222 (54500) , 257s ( 14000) , 

292 (12100) , 310 (1 1700) 
(5) *^J»»IR^^^ h /V 

v max KBr cm- 1 : 16 3 0,1610,1589,1572,1460,1338, 
1238, 1217,1156,1093,1045,748 
20 (6) X H-NMR^^<^ h /U (CD 3 0D, 400MHz) 

5 (ppm) : 1. 89 (3H, s) , 3. 09 (2H, t. J = 7. 1Hz), 3. 48 (2H, 
t,J = 7. 1Hz) , 3. 7 3 (3H, s) , 4. 17(2H,s),6.92 
(1H, ddd, J = 7. 8, 7. 1, 1. 2Hz) , 6. 96 (1H, ddd, 
J=7.8,7.1,1.2Hz),7.20(lH,dd,J = 7.8, 
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1. 2Hz) , 7. 30 (1H, ddd, J = 8. 1, 7. 1, 1. 0Hz) , 
7. 44 (1H, dd,J=7.8,1.2Hz),7.54(lH,dd, 
J=8.5,1.0Hz),7.62(lH,ddd,J = 8.5,7.1, 
1. 4Hz) , 8. 12 (1H, dd, J = 8. 1, 1. 4 Hz) 
5 (7) 13 C-NMR*^^ h A* (CD 3 0D, 100MHz) 

5 (ppm) :22. 1 (t) , 22. 6(q) , 24. 8(t) , 30. 2 (q) , 

41. 5 (t), 108. 6 (s), 110. 1 (s), 111. 6(d), 
115. 7(d) ,118.5 (d) , 118. 5(s) ,119.4 (d) , 
121. 5(d) , 122. 9 (d) , 124. 7(d) , 129. 7 (s) , 
10 131. 8 (d) , 136. 5 (s) , 137. 1 (s) , 140. 2(s) , 

158. 8 (s) , 166. 2 (s) , 173. 6 (s) 

(8) mm& ■ * 9 ; - ^ , fti^f /^-it;^^^^ 

}\s 7 it * *y K K "51 m -C , 9 n n * /V M & , £ fc ^ * 
15 il(D$?§Stj:5 SF2809-II^I fC f4 HU 5* © 5£ (II) "C 

(1) & *5 «fc t£ # : $ # W $ * 

(2) : C 29 H 27 0 4 N 3 

(3) ^^^-<9 h As (FAB-MS) : ra/z 482 (M + H) + 
20 (4) XftmVLto.X'* 9 h A* 

MeOH + lN HCimmX'Mfe&F^ 

X max nm(£ ) : 227(68 600),278(15500),286(15500), 
322 (10600) , 335 (7730) 
MeOH+lN NaOH $ ft X* $1 £ B$ £• 
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I Biax nm(f ): 207(93200), 223(81600), 2 60 s(29000), 
283 (23200), 292 (22700), 310s (18800) 

(5) ^^iHSfcHX*^* FA- 

v max ,KBr cm" 1 : 1632, 16 1 0, 1 572, 1510, 1460, 1 388, 
1336, 1240, 1 172, 1089, 754 

(6) 1 H-NMR;*'<* b A* (CD 3 OD, 400MHz) 

8 (ppm) : 1. 72 (3H, s) , 3. 00 (1H, m) , 3. 14 (1H, m) , 3. 33 
(1H, a) , 3. 50<1H, m), 3. 70(3H, s), 6. 31 (1H. 
s) , 6. 6 3 (2H, d, J = 8. 8 Hz) , 6. 8 7 (2H, d, 
J = 8.8Hz),6.97(lH,dd,J = 7.8, 7. 1Hz) , 7. 0 3 
(1H, dd, J=8. 0, 7. 1Hz) , 7. 28 (1H, d, J = 8. OHz) , 
7.32(lH,ddd,J = 8. 1,7. 1, 1. OHz) , 7. 52 (1H, d, 
J = 7. 8Hz) , 7. 55 (1H, dd, J = 8. 8, 1. OHz) , 7. 63 
(1H, ddd, J=8. 8, 7. 1, 1. 4Hz) , 8. 07(1H, dd, J = 
8.1,1. 4Hz) 

(7) 13 C-NMR^-<^ h /^ (CD3OD, 100MHz) 

8 (ppm) : 22. 5 (q) , 25. 0 (t) , 30. 2 (q) , 37. 7 (d) , 

41.7(t),110.6(s), 111.9(d), 114. 9(s), 
115. 8(d), 115. 9(d), 115. 9(d), 118. 9(s 
118. 9(d) , 119. 5(d) , 122. 0(d) , 123. 1 (d 
124. 5(d), 129. 2(d), 129. 2(d), 129. 3 (s 
132. 1(d), 134. 6(s), 136. 9 (s) , 137. 9 (s 
140. 2 (s) , 156. 4 (s) , 161. 0 (s) , 165. 7 (s 
173. 4 (s) 



WO 00/32587 



PCT/JP99/06738 



12 

(8) m m : * 9 / — s & Wt = ^ ^ *5 «t TJ5 s; ^ ^ /U * 
^ 7 * * K l^-pr * "C , ^ o n*^A|:»», * fc - * 

» 1 © * H m \ZL <fc 5 SF2809-III#) ff 14 BU J* £> 5t (III) 

5 -c at £ n , Tis^^aft^^tt^sr^i-s,, 

(1) fe*5.fctftt:R 

(2) : C 21 H 20 0 3 N 2 

(3) -v^X^^ h /U ( FAB-MS) : m/z 349 (M + H) + 

(4) >%ftU*R U * s< ? h JV 
10 MeOH + lN HCljg ft T* ffl j£ B# 

X max _nm(£ ) : 227 (47000) , 276 (10800) , 284 (1 1000) , 
3 19 (6450) , 332 (5050) 
MeOH + lN NaOH WL ~C M aE B# 

X max ,nra( e ):205 (4 4300), 223(46300), 257s(l2200), 
15 292(10500),310(10100) 

(5) m ft B ft * ^ ? V JV 

v raax KBr cm -1 : 1628, 1608, 1 576, 1460, 1336, 1236, 
1 155, 1093, 1055, 1045, 758, 748 

(6) 1 H-NMR 7^ s< 9 Y )V ( CD 3 0D, 400MHz) 

20 5 (ppm) : 3. 09 (2H, t, J = 6. 6Hz) , 3. 75 (3H, s) , 3. 82 

(2H, t, J = 6. 6Hz) > 4.2l(2H,s),6.92(lH,ddd, 
J=7. 1, 7. 1, 1.2Hz), 6.96(lH,ddd,J = 7. 1, 7. 1, 
1. 4Hz) , 7. 18 (1H, dd, J = 7. 1, 1. 2Hz) , 7. 28 (1H, 
ddd, J = 8. 1, 7. 1, 1. 2Hz) , 7. 41 <1H, dd, J=7. 1, 
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1.4Hz),7.55(lH,dd,J = 8. 5, 1.2Hz),7.63(lH, 
ddd, J = 8. 5, 7. 1, 1.2Hz),8.05(lH,dd,J = 8. 1, 
1. 2Hz) 

(7) 13 C-NMR^-<^ J, ,v ( CD 3 0D, 100MHz) 
5 5 (ppm) :22. 2 (t), 28. 3 (t) , 30. 3 (q) , 63. 8 (t), 

108. 8 (s), 110. 0(s), 111. 5(d), 115. 6(d), 
118. 2 (s), 118. 4(d), 119. 4(d), 121. 5(d), 
123. 1 (d) , 124. 4 (d) , 129. 6 (s) , 132. 0(d) , 
135.6(s),137.l(s),140.0(s),159.7(s), 
10 166. 2(s) 

(s) m m : ^ 9 j - *> . m m =■ ^ ^ *s «t -a & t f- ^ * 

7 * * is K "51 » -e , ^BB*;^l:Ii, £ fc ^ dr 
mi SF2809-IV#J © f± m ft <D ( IV) T? 

15 & t> * jx , Tte^tiaft^^'tt^^^-rso 

(1) fejo«tt^tt^:gfe^feO«&5|5 

(2) ;£T-5£ : C 27 H 24 0 4 N 2 

(3) * * ^ ? h fl* (FAB-MS) : m/z 441 (M + H) + 

(4) f ^§P1 Ife * ^ * h * 
20 MeOH+lN HC 1 & f£ T* 88 ^ B# 

l maX) nra( £ ) :228(57 400), 280(14500), 323(8020), 
334(6170) 
MeOH + lN NaOH & "C SI ^ B# K 

X raax nm( £ ) :205 (75700) , 223 (58000) , 260s ( 16700) , 
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286 (16 000), 29 3 (16000), 310 (13600) 

(5) m^mm®. * ^ ? h * 

v max ,KBr cm- 1 : 16 3 0,1610,1 574,1510,1460,1388, 
1338, 1240, 1091, 1045, 756 

(6) ^-NMR*^* h (CD 3 0D, 400MHz) 

6 (ppm) : 3. 05 (1H, m) , 3. 13 (1H, m) , 3. 71 (3H, s) , 
3.73(2H,m),6.27(lH,s),6.63(2H,d, 
J = 8.8Hz),6.83(2H,d,J = 8.8Hz),6.98 
(1H, dd, J = 7. 8, 7. 1Hz) , 7. 04 (1H, dd, 
J=7.8,7.1Hz),7.29(lH,d,J=7.8Hz), 
7. 33 (1H, ddd, J = 8. 1, 7. 1, 1. OHz) , 7. 5 2 
(lH,d,J = 7.8Hz),7.57(lH,dd,J = 8.5, 
1. OHz) , 7. 65 (1H, ddd, J = 8. 5,7.1, 
1.4Hz),8.08(lH,dd,J=8. 1, 1.4Hz) 

(7) 13 C-NMR*^* h /V (CD3OD, 100MHz) 

5 (ppm) : 28. 7 (t) , 30. 3 (q) , 38. 1 (d) , 63. 8 (t) , 

110. 2(s), 111.9(d), 115. l(s), 115.8(d), 
115. 9(d), 115.9(d), 118. 1 (s) , 118. 9(d), 
119.6(d), 122. 1(d), 123. 3.(d), 124.5(d), 
129. 1(d), 129. 1(d), 129. 4(s), 132. 2(d), 
134.3(s),136.9(s),137.7(s),140.2(s), 
156. 5(s) , 159. 9(s) , 165. 6(s) 

(8) m ft : * 9 J — A* , ft Wt f- A? *5 ± Xfi * f- )V X 
A? 7 * * is K rT m T* „ ^ o p*^A|:I* 4 * fc - * 
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mi(D*%WlZl:Z> SF2809-V^ ff f± BU i& O 5£ (V) T? * 

( 1 ) £ *5 «t m : 31 © » ^ 
5 ( 2) # ^ 5t : C 29 H 27 0 3 N 3 

(3) -7 * * ^ h A- (FAB-MS) : m/z 466 (M + H) + 

(4) ***tRJK*'<* h 
MeOH + lN HCmSt'i^fif l: 

1 BaXt nm ( £ ):227(62800),278(14400), 284(14000), 
10 323(9120) , 335 (6980) 

MeOH + lN NaOHfg ft T* HQ £ B# (d 

X raaXi nm( £ ) :207 (83700) , 222 (75300) , 257s (23700) , 
284(17700), 292(18100), 310(15800) 

(5) fr^mm®.*^? V JV 

!5 v raax KBr cm- 1 : 1632,1611,1589,1572,1460,1387, 

1338, 1244, 1213, 1157, 1089, 754 

(6) 1 H-NMR ^ i> V A> (CD 3 0D, 400MHz) 

5 (ppra) : 1. 68 (3H, s) , 3. 04 (1H, m) , 3. 18 (1H, m) , 
3. 33 (1H, m) , 3. 55 (1H, m) , 3. 67 (3H, s) , 
20 6. 42 (1H, s), 6. 95 (lH.dd, J=7. 6, 7. 1Hz) , 

7. 01 (1H, dd, J = 8. 1,7. 1Hz) , 7. 02 (2H, m) , 
7.06(lH,m),7.14(2H,m),7.23(lH,ddd, 
J=8. 1, 7. 1, 1. 0) , 7. 27 (1H, d, J = 8. 1Hz) , 
7. 47(1 H, dd,J = 8.5.1.0Hz),7.52(lH,d, 
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J = 7. 6Hz) , 7. 5 6 (1H, ddd, J = 8. 5, 7. 1, 
1. 2Hz) , 8. 1 1 (1H, dd,J = 8. 1, 1.2Hz) 

(7) 13 C-NMR*^* h /I/ ( CD 3 0D , 100MHz) 

5 (ppm) : 22. 4 (q) , 24. 9 (t) , 30. 1 (q) , 38. 2 (d) , 
5 41.7(t),110.2(s),111.8(d),113.5(s), 
115. 5(d), 118. 9(d) ,119. 4(d), 120. 8(s), 
121.9(d), 122. 6(d), 125. 1(d), 126. 3(d), 

128. 0 (d) , 1 28. 0 (d) , 128. 9(d), 128. 9(d), 

129. 2 (s) , 131. 6(d), 136. 9(s), 138. 7 (s) , 
10 140.5(s),144.9(s),165.3(s),166.1(s), 

173. 4 (s) 

(8) m M : * 9 J — . *J * f * 7 
* * */ K *5 J: Xf 9 v a * a, A \zl rT m , St^^fysy 

tK * ^ -e *> 5 o 

15 11 W*iP|ia5 SF2809-VIt) R tt flfr $ © 5£ (VI) T* 

(1) fe*3j:t5tt«:*fiW»* 

(2) #^-5£ : C 27 H 24 0 3 N 2 

(3) -v-**^^ H ( FAB-MS) : m/z 425 (M+H) + 

20 (4) m^m^&u * ^ * h ^ 

MeOH + lN HC1*S -C 88 3t 

* Bax , nm ( £ ) :227(50200),278(11900), 322(7490), 
334 (5960) 
MeOH + lN Na0H$? IS T* SJ ^ ^ t 
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X max> nm( € ): 205 (51700) , 223 (51100) , 258s ( 13200) , 
293 (10500) , 310 (9790) 

(5) m n- m & & * ^ * h * 

v ma3! KBr cm -1 : 16 2 4,1610,1589,1574,1460,1395, 
1386, 1338, 1214, 1 157, 1091, 1043, 
756 

(6) 1 H-NMR .X $ h /\y (CD 3 0D, 400MHz) 

5 (ppm) : 3. 08 (1H, m) , 3. 18 (1H, m) , 3. 68 (3H, s) , 
3.73(2H,m),6.41(lH,s),6.96(lH,ddd, 
J = 7. 8, 7. 1,1.2Hz), 7. 00(2 H,m), 7. 01 
(lH,ddd,J=7.8,7.1,1.2Hz),7.06(lH, 
m) , 7. 14 (2H, m) , 7. 25 (1H, ddd, J=8. 1, 
7.1,1.0Hz),7.27(lH,dd,J=7.8,1.2Hz), 
7. 49 (1H, dd, J=8. 5, 1. 0Hz) , 7. 51 (1H, dd, 
J = 7. 8, 1. 2Hz) , 7. 57 (1H, ddd, J = 8. 5, 7. 1, 
1. 4Hz) , 8. 12 (1H, dd, J = 8. 1, 1. 4Hz) 

(7) 13 C-NMR^-<^ h (CD 3 OD, 100MHz) 

5 (ppm) :28. 8 (t) , 30. 1 (q) , 38. 4 (d) , 63. 9 (t) , 

109. 6 (s), 111. 7(d), 11 3.4 (s), 115.4(d), 
118. 8(d), 119. 3(d), 120. 9 (s) , 121. 7(d), 
122. 6(d), 125. 3(d), 126. 3(d), 128. 0(d), 
128. 0(d) , 128. 8(d) , 128. 8 (d), 129. 4 (s) , 
131. 6(d) , 136. 8(s) , 138. 8 (s) , 140. 5(s) , 
144. 9(s), 165. 4(s), 166. 2(s) 
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(8) mm&:**;-^. & m. ^ ?■ ^ . v / ^ * *> -7 

tK {- * « X* & 5 o 

5 LX^.otflfBc05S:(I)(DSF2809-I#)S,Sfll5 
<7D 5fc (II) © SF2 8 09-II#J ff „ stf 15 CO 5t ( 1 1 1 ) CO SF2809-1 1 1 
% Sf » mi 15 <D j£ (IV) CO SF2809-IV#) © , ftft §5 CO 5*1 (V) CO SF 
2809-V#) jf *3 i fit IE CO ^ (VI) CO SF2809-VI#J R <D 0 % 

o/^n-o^iitsi^^iL, * co m m * ^ 

10 *b SF2809-I #1 |( , SF2809-II^g, SF2 809- 1 1 1 #J Jf „ SF2 
809-IV^)M,SF2809-V^K*5j:t) ; SF2809-VI^Kco 9 ^ CO 
'> ft < n-o?rl$[t5; SF2809-I 
% K , SF2809-II^K> SF2809-III^I Jf „ S F 2 8 0 9 - I V 4£j R , 
SF2809-V4£) Jf *5 J: ( 4 fc fi ) SF2809-VI#) ft CO ft! jg j£ & 

15 $ n 5 „ 

^2 co^^fS^fe^^ffi £ ti <5 SF2809-I , -II, -III, 

-lv % -vjo it? - vi* SC co '> ft < t t-o^4It5il± 
#T©8B*-e¥fc r S F2809#j ff£M^ j t m 15 -T 5 r t 
& h z> o 

20 ± fB CO SF2809^ £ M S t L T , «itf*5SM#e>*« 
J»C39C»AjtA-caflSiLfc±*tt«.A»?>jjlffclJ:^K*tL-C 

T* & 5 SF28091* # # tf fe tl £> „ * SF28091* CO £ ft ft #t 
it & T CO t *5 «9 T? 5 o 
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ft & , **w*fttffl^e)n5 sF2809t> ft £ s e rt . 
* m m m \c is # ■© # s © u ± m v. m s $ n s t> © t a ft 

^ 0 SF2 809-I^®~-VI%ff(7)^ft < <h t-o^^g-T 
5tA*t lt^5f Tfifen (i*SF2809#J fllit Lt 

ITtt, SF2809« % fc5lMiItl&©IS©iftitife, 

±15 © SF28094* CD ft ft R £ |5 It 5 . 
1 . SF2809^ ©ff fettt 

io sf2809« (D m mm m , ^g^ttttssrss^ 

5 fc * ffi ^ fc # m , n m ti £ k > * - y > r t * h 

V—-f ( Shirling, E . B. and Gottlieb, D. , Int. J. 
Syst. Bacterid., 16^. 313-340K, 1966^) £ , 7 
y $ 1/ (Waksman, S. A . „ The actinomycetes Vol. 

15 2: Classification, identification and description 
of genera and species. The Williams and Wilkins 
Co., Baltimore, 1961^) <D jj K ft o fc „ * fclii 
i*©fc#>;£:01*£ ISPig jfi , ^S^^r^ • T A/ £ A/ * 35 # 
% (if xdr^0.2%, T A, £ A/ 1 . 0 % , ^^18g, ft M 7k 
20 1L, pH 7.0) % y i/=f»*A'<>'>A*35«ttl. U > =f Bft 
y ^i^*^^±fefo5V^^4=I/^^m-t- h y ">A*^i§ 
±fi (Shomura, T. , Ac t i n omy c e t o K 88-98H, 1993 

¥ ) t' ^ I L , ^flftltytlSSlfliltl 

6 U o ft & SF2809$c fi 3= 28t TUB HQ # & L fc „ 
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■fe <£> i4 Color Harmony Manual (Container Corpor 

ation of America, 1958.) fc ^ o fc „ © , J3& H T 
5 y & (4 -< * * - m <D jj m (Becker, B. h „ Appl. 

Microbiol., 12=#, 421-423JC, 1 964^) , £ M ft: $f 
5 {4 ^ > si /-< y 31 ^ C73 # & ( Lechevalier, M . P. , Int. 
J. Syst. Bacterid., 20#, 435-443Hs 1970^) „ £ffl 
Sai^T'f F^!) *y©7->/i/Ilirt0f)©JS ( Uch 
ida, K?j, J. Gen. Appl. Microbiol., 23#, 249-260 
H, 1977¥) l^ot^lfLf;. £fc]»te^&fc^*E£ 
10 P § fc ft Id 16S rRNAit B * <D & £ IB W % ft? *f L fc . 

(1) ®«BW«?« 

SF2809« © £ * 0 * (l£&0. 4-0. 5 M )iiJ: <^1L, 
* & fllj id # ft i" 5 ^, ft 9t « L ft 0 *fcft*jfe*>fl?jfc 

15 iS^S^S^jiS. Clti?,l±Sll.0-l.6/iiiX\ ^ E E4 
¥ it ft ^ L *j T fl» ft a T* 5 „ S , StS^iiv^ 

(2) ^*t£:|£&t/£3IifttefC 

sf2809^ <nmm&vtRTf±mm\!kn*Tm<nmi t m 
20 2 fc , s fc $ m u m m ft * * 3 fc ^ t fc „ & w « < © 

«f «i -e w ii ft p t- *> •? , iT«g«f$*«ss^i 
«3tfM s M£&*ifc„ ^ ® * -fe n ; i , 
fc 5 „ /ifcHI^/i^n^/x*7lt||^51 
BfcKftJaos-Cia!^, fi ?i ft [4 SF28'09«c fc {4 0 
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b ft ft 
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«a 


r^y 3./ h(4 K B> 
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±- y i -j\>mi 


as 


Vty |»^-U'Vv?(4iic> 


*cL 


<CL 


( ISP medium No. 3 ) 










mm • "CA^A,** 


as 


9 y 


fcL 


fcL 


( ISP medium No. 4 ) 
















fcL 


ftL 


( ISP medium No. 5 ) 










s<7r- * 


If 39 


y?-!" MnW^n — (3ia) 


/£L 


41 


( ISP medium No. 6 ) 
















<CL 


fcL 


( ISP medium No. 7 ) 












as 


sfV'VS??* h (4pe) 


&L 


fcL 






W * b-^-^w(3Lc> 




*L 




£S 


*u W = a-(3ga) 






y V=fgH- h y *A'«7: 




7^ n W:na-(3ea) 




fcL 




as 


7-f h>BWin-(3ea) 
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m 2 









15-37^ 


mm) 


C28 C C) 




- ~ (+) 


s & ? mm 


- - « 




- ~ (+) 
















51% 



S_3_ 













+ 
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L~7iW — * 




?y 4 


+ 


L-T5 try— * 


T- 


-IV *> A- 






+■ 



Basalmedium:BP^ifcNo.9 



5 (3) {fc^#S^8H4« 

^©^s^ams*^ * fc ± s © n * & m m + t r± , 
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T7tr/-*£*S'n-;*#«ffl£;h,fc;:ia»e>, SF2 8 

09^ it >\> is zc ✓< v <d «t 5 » is m it ^ m i ids 
1 # £ * ti tc „ * ^ -? f- k ^ y * > © t <> ^ si ii ^ y 

3 — hit*, 5=-A/Kf±ttm*ix/j:36»ofc 0 i5ft 

5 * X 7 > fi , MK-9 (H 6 ) t MK-9 (H 8 ) ^ 13: £ 13 » t? 1+ 90% 
£L*7c 0 ±mMW-mffiMlZ iso-C16:0, iso-C15:0, 
anteiso-C17:0, a n t e i s o -C 1 5 : 0 , iso-C17:0 <D ft f$ B Jjfi 
m T* m 80% * £ * , >f - t LT^y^^fP^ll^llU 

»tititfiftiiBi»»as#*5~ 10% s * ,10* ^ ^mmm. 

10 ^/W K p =*r ->B§it&$i ftl^. 

«ttf i^, SF2809 
}i 5 ^ n ^ 7 * y f4 (family Micromonosporaceae) 
iC 9f A I" 5 d t 9fi < ^ Ift $ rjx fc „ 
( 4 ) Igf6*)j!flf 
15 SF2809« CD 16SrRNA3t € iP © £ & £ IS EI Sr ft L ( T {7 

± V y a y -t 1/ - : AB017374 ) % &$?£*LT^6&ffl^ 
Ox- * £ Jt * W * fT ofc^I, ^^flctt^^xn^ 
^^^i'Af Dactylosporangium — 

20 *!©->^^f *7f«0#«Et«S^t. 

± ib rz> «t 5/£ft^-a-a^«ittK*s«fctj { atfi^«ift«f*> 

e> ii , SF2809^liy ^ fo^^yV^^A (Dactylospo 
rangium) M JR 1r Z % tt *I m & * & £ tl 1t . t^L 
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WIS^g<73jgj£fi«.§Wigifi_k-C*fe ! fr Lfc SF2S09S &■ & 
ft L it # « g $ >U T , 3a«EO«Ci8SlB^jSflc*-CliSF2809 
»li/^f Q^**7 > ^ !) A I f O 5 t 11 3£ £ I- tt ®f £ 
tHi'ot, Lia SF2809« i± ^ o ^ y ^ # 7 fif |; 
5 9f*i _ 5Jk*IB'T?fc5tKte"C#a. te^T, SF2809^ tt 

* fc = > iJ- ^ > c, © g - fc: j;- ^ ft ^ {T a tf - * • sK w 

5>i s C LT^5 (Ensign, J. C. , Ann. Rev. Microbiol, 
32#, 185-21931, 1 978^) D 

U^^btttlfSL SF2S09^ f± Jg& ^ & CO m 
fixi^.xo £ ^' ^ f □ 7 # 7 i/^r^A (Dactylosporang 

15 • iu a )Ilclt5i^f&5ifS^I:#x.^5, * is % 

SF2809^ ^^^fn7^ 7 >^!)Al©-I^t'fe5 £ 

SF2809^(i. ¥*10¥8^ 31Bf+ltT?g'Kf *FERH P 
-16975 t LT 0 *, ^«mo<«*miTBlS3^4*XHft|Rf^ 
20 AX^HKa«5F5S9fJCflFt£JUfc 0 L t>> L % 1 999^9^ 

i 5 0 & & it m m kl ?* ¥ * h & m <o m & t t ferm bp-ss 
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( 1 ) SF2809ft ft £ SI 0 










tt , SF2809#I W 4. £ £ 


. m % l 




< it m x. ts sf2 8 09$c m 




5 




ffl£*i5*£±liitt^^ig 


tfe » -a $c 








=3 — y; , 




7 7 ^ h — ^ x V 3- * d 


- * , mm . h & k 
















tt ? })•£}) y %f <0 T A- 


= - fl,m 


10 




IliUtt, a 3t 






:n ^ * , g| © a: 3- * , 




, a-- h 




5 - ^ , /J> * K 3? , ts if 


>r ^ Jo * ^ # * , * a 


¥6 *> J: 






A* 








58 It T V 


15 


^ ~ t> ^ ^ y^mr^^e 


- * a « ) , m m s r 





20 ftf M ^, 6£ - ifc. iS^yify, fife K «H , ^ 

U^. * fc ±tn # 36 & -r 5 # £ {4 » ffi # s< ? y 4 v , 
®j ^ tt , fit * tt > tt: ft tt * fc i± y = ^ «f £ % in -t s w 
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sf2809^ if <D%mi±. mmmm^ tcizmnmn 
m ft m m m id «t <o & n & ^ # t r* t? 5 „ # # ta « » , sf 

2809^ sr £ m ^ as g tt&Sf££M1-3«£BF*]-CiI:i:£3E 

§ ^ , & * l < ii i5~ 37«c a* j: ^ „ ^ n b# no it m % 1 

5 ~ 10 B P«g T* 5 o ifiUTt, #*ttJ&»&B«j*Jt-Cife 
5 SF2809^J Sf © '> ft < i t-o^IS LT^tHitS, 

( 2 ) sf2809^ m (duwl t mm 

tt^4fci(F<**»P>0*38W«) SF2809^I K JR i 

10 mw t mmmm fd# n 5 0 #c^-c, sf2809#j sr © & « £ 
#j ffl l fc a # © # is ^ 3 . $j x. tf « #j & m & , m m * 
m v^ it m m * & , & m m m * m ^ tz ? a y ? ? -7 & N 
ttJRS5^*arsia*'a-*5*-rsF2809*KS:4)'« £b 
tsst5;H5T^ 0 m i if , SFZ809W (D mmm ^ 

15 T ir b y % IB 7L X m ft ^ & SF2809^ fC £ ft fcB L , W. $1 i~ 

^ /V T* ft ttj -f" 5 o ^ © & , RK^^/uttaiSESr^y*^ 
/U , t 7 77*?M LH-20. 0DSC#* 7 AX* ffi & Id ^ n 
v ^77^l:J;5iS^tti65o iftfHdHPLCfc 3 
20 ^ fiTLCid iS^Mft^Srff ft "5 ^ t t J: 5 SF2809-I*fe 

ft ~ sf2809-vi #3 ® c#**i«t5:tis-et 5. 

Lfc cfc 5 {d.m 1 -5 SF2809-I#) fC ~ S 

F2809-VI#I ff <D # * tt^-7-f[c^LtlfStt^tt 
5 o SF2809ti -K©*^-^ia*ei4Sr2fcOttK«tJ: 0 
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nmm i # w ^ -c r± » sf2809^ m <o * - if pi m 
(i) ©ii 

5 ffl^5Wi7"Dit F^r-7-f(ilfflP>(Di^ (Ur 

ata *b , J. Biol. Chem. , 266#17173H* 1991^) Id ^ o 
TslILfc. tftfctt h*-7-fS:3- Kt5cDNA«: 

( Tn5) * # * L , #&tLfc#*±fflf^b^^y yt7 7 
10 n - * (7 7 /^->7ai!) tt 5 *v-ft*»LT 
Lfc 0 $ £ {d , *t Jb £ <£> $R ^ (Murakami^ J.Biol. 
Chem., 270#2218H, 1991^) fcl V> * — ff *fr K & £ 

S tt L & , --/^ytyjB-^tilL, SttM 
fchdr-r--if£#7c 0 

15 (2) ^-r-^Pi^fi&ttoaa^ 

flu ^ CD # £ T* # tl 7C 1 ~ 5 ngiDSttlt h^^-if 
£r tr 5 0 /ilO^y7 7- A(0. 5-3.0 M NaCl, 50 mM 
M Xil^ pH 8. 0) \Z. 4fc 4b K fc t X <D SF2809#J ft £r 
^ tf ^ ^ f ;^ /U 7 * •> K ( DMSO) ft 2 /x 1 £ 7J0 7L 
20 fc 0 tOl, If HtO.5 mM* {7 is =- /V - T 7 =■ - t 
v ! yi/-7 , p !)/P-7i=;i'77-/i'-/'!7 - h o T — 
y K ( y A tt M ) Sr *a tr 50 a 1 <7> y 7 r - A £ M 
Z. X m. & T 5 # M K £ * * fc „ S£«© 405 nmCD K ft 
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( 3 ) m% 

# §H»C «fc 3SF2809-l4£)fC~SF2809-VI^ff<7)V^T;ft, 
tt h^r-v-ifStttf) 50% Pfl § ft St (IC 50 ) 10 _6 M 
~ 1 . 4 x i o _8 M © f£ H X £> <9 , ® ^ ^ ^ - pi # S ^ IS 
5 * f, tl o 

ftttfttli, HU IS <D fc h * -7 - -if (75 ip % fS * 50% PS. 
#1- 5 CD K Bt 5 SF2809-I#) ft N -II&ft x -Hit)®, - 
IVfljjftx -V^ Jf *5 J; Uf-VIfe ft <D IC 50 {g ii , ^tl-^tM^ 
7.3X10" 6 M S 4.1X10" 8 M, 2.1X10" 5 M, 8.1X10 _8 M, 4.3X 

10 10" 8 Mfe XXII. 4X10" 8 MT" *>5:i#B»biifc, 

Bl±tf>*fc*0!|ja»e>9ie>3&»ftJ:5K, SF2809-I, SF2809 
-II, SF2809-III, SF2809-IV, SF2809-Vi3 «fc XI SF2809-V 
ItjJC{i^rnk^^-i^#&tt£^1- 0 & o T , r tb 
5> SF2809-I#J ft ~ SF2809-VIt) ft © # 4fe St tt * ^ - i? & 

15 * S ft £ fij m L X , fciift'tWI, JE * , & * £ , 

m m m it , j& % n m ie ¥ , * ?§ at ^ 

* £ . T U ;l> - , ^Sw^Je, 7Ff-|4S 
tfflt-^. *iSBl:J;5 SF28093- 4£> ft ft ^51 

f ot> |3©*«^|li5^tli, HU IB CO SF2809~I#) 
ft, SF2809-II& ft , SF2809-III#I ft % SF2809-I Vfe ft 4 
SF2809-V^) ft * fi SF2809-VI% f,fc§V^lit©gl^ 
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